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HMK«] 



[»#£2] EDG-27>^td-Xh^ -i^ (I) 



Hbi] 



(R 2a )ma 




(I) 



^^Sr 18 ), 



(R 33 )na 



(DC l~6y;i/:3f P:/, (2) C 2~67,Mr:^l/>. :£fc&(3)C 2~67;i/^ 

-lsy*mt>L (££U A a ttl~3i0Cl~4 7;i/dr^{Cj:oTfi$tl. 
T%£^„ ) , 

Cycl a &, (l)C3~150iM *fctt(2)l~4i®lil?, 1-2 
R la te, 

(1)C1~4 7^K (2)AD^>I^ (3)S/7A (4)hU/\n^^ (5) 
-OR 6a , (6)-SR 7a , (7)-NR 8a R 9a , (8)_hCU (9)-COOR 10a , (10 
)-CONR lla R 12a , (ll)-NR 13a COR 14 \ (12) - S OgN R 15a R 16a , (1 
3)-NR 17a S0 2 R 18a , (14) -S (O) R 19a , £ fc tt (15) - S 0 2 R 20a &^*> 
U 



R 6a , R Ya , R 8a , R 9a , R 10 a , R "a, R 12a^ R 13a^ R 14a^ R 15a^ R 



, 7a „ 8a 



9a 



10a 



11a 



16a 



1 
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, R 17a . R 1S \ R^fcitfR 20 *^ *tl?*im±LLX, 
(D*3R]R-?\ *fett(2)Cl~4 7WSifcU 
R 2a ;i3J:tfR 3a tt, *ft?ftm3LLT. 

(l)Cl~4 7m (2)C1~47^^^, *fctt(3)Any^i*t) 
U 

R 4a fe=f:^R 5a ^ -etl-etl^fiStbT, 

(l)7jC^M^, (2)C1~4 7^^ (3)C2~4 7M-^ (4)C2~4 7^ 
(5)-OR 21a {Cj:oT«^$tl^C 1-4 7W, (6)-NR 22a R 23 
a JC e fcoTSSI$tlfeCl~4T;i/=¥;W *fc|*(7) 
[ft 2] 

( Cyc2N 

R 4a tR 5a tt^-tie>^^i-§^M^i:-^{C5&oT, 3~151©m - 
U -OR ° K:«fcoTSSI3tlfeCl~4T;b^;PlCj:oTg^$tlT%«fcV^ 

o ) fc^fcU 

R 21a , R 22a , R 23a feJ:^R 25a tt, *tifft||4bt, 

(l)TK^M^ (2)C 1 ~4 T;i/dr;i/ % (3)C2~6 7J/;i/, Sfctt(4)MJAn7 
E a &> 

(1)^, (2)C1~6 7;^1/X (3)C2~6T;i/>>r-l/> % ££&(4)C2 

-BTJlic-lsyltmfoL (fc£U E a «l~3^CD(l)C 1~47^, & 

fctt(2)-OR 26a ^J:oTgSIStlfeCl~4T;i/=ap;bJCj:oTgm$tlTt,i 
) , 
26a 

R tt, (l).2fc*JBC-y- % (2)C1~4 7^^, (3)0 2^6 7^1/, £fc&(4) 
h 'JAa7tfM:St>U 

Cyc2 a », (1)C3~15©«, * fett(2) 1 ~4 flCDfiHRff?, 1-2 
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m vmmm^is 1 ~ 2 «toti* * *t* 3-15 ^o&mm *m 

R 24a «, 

(l)Cl~47m (2)An^>«?, (3)J/7A (4)hUAn^fM (5) 
-OR 27s \ (6)-SR 28a , (7)-NR 29a R 30a , (8)-hn, (9)-COOR 31a 
> (10)-CONR 32a R 33a , (ll)-NR 34a COR 35a , (12) - S OgN R 36a R 37 
a . (13)-NR 38a S0 2 R 39a , (14) -S (O) R 40a , * jU*(15) - S 0 2 R 41a 

R 27s \ R 28a . R 295 \ R 30a . R 3 ^ R 32a^ R 33a^ R 34a^ R 35a^ R 36a R 
37a . R 33a , R 39a , R 4 ° a fej :tfR 41a ^ fft*ft«ibt, 

*fett(2)Cl~4 7;i/^l/&gfcU 
iate, 0 *fcfcU^5©fi»&*;foU 
mate, 0 ;£fc»l~4 CDSSjRfc^frU 
nali, 0 *fct*l~4 0i!E»;S:3fc;hU 
Palt 0 *fc&l~5(Z>^ifc&;gi;bt- 0 

fc£U 13^2^^^^ R la «raCT*=feM^oT%J:<, ma#2 

a±ft*4>-rt«, R 2a l*WCT?*>J|&oT%J:<, n a # 2 J«_k ft 

, R 3a «IMC-e%M^oT=fe<fc<, p a^2JK±&*fc«ri:^, R^ttHjCT? 

[ff#«3] EDG-2 7>^J-^h^ (II) 
[ft 3 J 



R 4b 
H O— ( 

R* >-V ^ (ID 




(3£t£, R fia^^lt^J: V>C 1 ~2 0 TJl/^-Jl. 7'J-;i/, 

, ru-^s/, r^^nr. 7'j-;w, ^ : a;\n 
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4b 

R I** (a) SSI«Sr^LT% iv^ir^, TU-;k *fc»«3tf8k (b 

LTV\S^0M^^—^{C^oT 5~ 1 ORCDat&JIMfcLT*) <fc <, R 3b 
#**K-?Tf*«»^, R 4b tt*^;i^£|t§KS£litfct- 0 ) -C^Sti 

[0 0 0 1] 

#I§BJ!&> EDG (Endothelial differentiation gene) - 2 T> # dfr.;* h 

* e> ftsi^ioMfej: of / * & tt^Kftf c mi- « . $ e> jc # u < tf, 

mm. m&mm*m. mmmtomnK^^xm^^ 

[0 0 0 2] 

(Platelet activating factor; P A F) feflgjR* t 1 * * 

[0 0 0 3] 
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II 
O 



UK 4 ] 

OR 

OH | 
P-°^\)H 



[0 0 0 4] 

^ LP A S*# * b T 3 |ff £ Stl, LPACi^ &£3S#M # 

DG-2, 4, 7 (LPA r LPA 2 , LPAg) fc»«fttfeij, ^7-f>dT 
S/>-l 'J>l»Sf#©EDG-l, 3, 5, 6, 8 (SlP r S 1 Pg, SI 
P 2 , S1P 4 , S1P 5 ) fc*l:EDG5W#775y-S»*btV^. fc£ 
, EDG-2ttLPA r VZG-ia^^tltVNS [Mol Pharmacol Dec; 58 
16)» 1188-96(2000)] . LPAttLPAg«ftn«EDG-2, 4*fctt7fc 

LPA^{C^b#5G^;^fi:ltttGs, Gi, Gq, G 
12/13* & *IT U , 3 L P A <R4),T^5 

o EDG-2, '4fej:t;7ttf#cp, j£*BHtC#*fbT V*<5#, 

[0 0 0 5] 

A#W#UTV^££fcfc*&P>*iT^£ [Am. J. Physiol. Lung Cell Mol. Physi 
ol. 2002 282(1) :L91; Clin. Science 1999 96, 431; J.C1 in. Invest. 1998 101 
,1431;Am. J. Physiol. (267 Cell Physiol. 36) :C204,1994] . L*>U LPAg 
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m&<D e> t> zrz 4 -? & ft l x t <Dftm # b i %m ^ $ tir ^ s <d & * x izm 

[0 0 0 6] 



[0 0 0 7] 

h \%%wtnmim> *vy*?vi*mmi&& mmmmew® lpa 
mmm. mmmm> mwrnrntfLP AK£v*<Dmm&%mt<t\x^&z.£*:& 

[0 0 0 8] 

mjfii ic & v n x v % -r ti © l p a $tm fa v 7 # ^ % ft ^ x * <d m m& % m v x v ^ & 
mmzjs^x%, *<z>mmiz : b%?>Ajznx^te-fr^fc. a 



[0 0 0 9] 

:/#-f ^zfthxftmzziizmzvx^zfDfrZMmT^^^feMZfite'Dtc. 

mMfbm-tf, LPA%mftV7&^zf<DEDG-2$:ftLX^Z>Z.£Z^m®#) 

hi, *ftw^tfmmz£^x%}&xmni<t~z£x&z> 0 z.<dz.hzlv^ ed 
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g- 2 sr^bx LPA<DftmtfimmmmK&t>&mm. ^amm&mmifijtmz 

[0 0 10] 
[0 0 11] 



*^T^nEDG-27>^^hJitT^ EDG-2fC#ffiU 
[0 0 12] 

(i) -fits*; (i) 



v — ^(R 1a ) ia 

(l)Cl-67^l/>, (2)C2~6 7M-UX * fcfc* (3) C 2 ~ 6 7;i/* 

~uy^mt>L (£fc'u A a {ii~3loc i~4 7;i/3f;wc<fcoTSg|£*i 

Cycl a i±, (l)C3~15©IiI, Jfcl3:(2)l~4lOliI^ 1-2 
^©S&SiM^fc J: tf / * fc & l ~ 2 M<« jf M^- £i§? tf 3-15 A<Z>$3*ti! 

[0 0 13] 
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(1)C1~4 7W, (2)7^^^f>ig^ (3)*/7A (4)hu;\n^^, (5) 
-OR 6a , (6)-SR 7a , (7)-NR 8a R 9a , (8)-hD, (9)-COOR 10a , (10 
)-CONR lla R 12a , (ll)-NR 13a COR 14a , (12) - S C> 2 N R 15a R 16a , (1 
3)-NR 17a S0 2 R 18a , (14) -S (O) R 19a , £ fe tt (15) - S O 2 R 20a £3tfc 
U 

[0 0 14] 

R 6a , R 7s \ R 85 \ R 9a , R 10a , rH», R 12^ R 13a^ R 14a^ R 15a^ R 16a 
, R 17a , R 18 \ R 19a fcJ:t>'R 20a ^ *n*WttALT, 

R 2a £J:tfR 3a «, f^^ifibt, 

(l)Cl~4m*, (2)Cl~4T;i/3^>>, *fett(3)An^>«^&*t> 

u 

[0 0 15] 

(D^mm^ (2)C1~4 7;WK (3)C2~4 7M-^ (4)C2~4 7^ 
(5)-OR 21a lcj:oTg^l$tlfeC 1-4 7^, (6)-NR 22a R 23 



lite] 




(R 24 V 



U -OR ° &Cj;oTgm£*lfcCl~4 7;i/*;WC<fcoTffim3;ftT%J^ 
c ) £«5U 

[0 0 16] 

R 21a , R 22a , R 23a feJ:^R 25a «. **i*tl«ALT, 
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(l)TK^M^ (2)Cl~4TJl*r)l, (3)C2~67*/;W *feii(4) h 'j AD7 



[0 0 17] 



(l)JMS^, (2)Cl~6 7^1/>, (3)C2~67;^-b>, *fctt(4)C2 
~6T)V*~Uy*mt>V (fc£U E a ia~3i©(l)C1^47WK * 

^«(2)-OR 26a jcj:oTttm§*l^Cl~4T^^;WCj:oTgm§tlT=bJ: 
V*. ) , 

R tt, (l)^M^ (2)Cl~4 7;i/^, (3)C2~67S/^ ££&(4) 
h'JAn7t^5:it)U 
[0 0 18] 

Cyc2 a ^ (1)C3~150« ^ ^«(2) 1 ~4 ^©^M^> 1-2 
m<Dmmm*& * /* &|* l ~ 2 M<» jfM^£iirt? 3 ~ l 5 M©i!j?t8it £ A 

[0 0 19] 

(DC1~4 7W, (2)AD^>I^ (3)t/T^, (4)hUAn^^;K (5) 
-OR*\ (6)-SR 28a , (7)-NR 2 9 a R 3 <* (8); - hn< (9) _ COOR 31a 
> (10)-CONR 32a R 33a , (n) - N R 34a c Q R 35a^ ( 12 ) - S OgN R 36a R 37 
a , (13)-NR 38a S0 2 R 39a , (14)- S (O) R 4 ° a , t fe tt(15) _ g Q R 41a 



[0 0 2 0] 

R 27a , R 28a , R 29a % R 30a R 3i a> R 32a^ R 33a R 34a R 35a^ R 36a 



37a , R 33a , R 39a , R 40« 6JiOtR 41.^ 

(l)**^^, *fctt(2)Cl~4y;i,df;i/£^|;fou 

[0 0 2 1] 
iait 0 £fri$ 1~5 U 
matt, 0 *fettl~4©SiaS:^450, 
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fc«U ia^ 2 ^^t, R la liiD^oT^<, ma #2 



[0 0 2 2] 

(I) Tf^a*i*ft^«f©yn K5y^it, fc|;ttf, -JK^ (ia) 
[ft 7] 




(IA) 



(5$*, R 42a &(l)C 1-8 7^, *fctt(2)l~2ffi©#a«*fcM:y$ 

[0 0 2 3] 
(IB) 
[ft -8] 



j 43a 



^(R 1a ) fa 




(IB) 



R 43a j3i0R 44a ^ *n*natiZLT, cd****, ( 2 )ci~ 



44a 



87 



1 0 
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*fett(3)l-2«©*»*ife ttT ^y, c<fcoTMi | Snfecl _ 8 

[0 0 2 4] 
-JR^ (I C) 
[ft 9 3 




(IC) 

Cyd*] " (R 3a )na 
^Sr 1 *)* 

[0 0 2 5] 
( 2 ) -jR5£ (II) 
[ft 1 0 ] 

R 4b 

H O-/ 



R 3b 



^ (ID 



, r;^**^ ru r*****-, ru-^*, jfe^n 

[0 0 2 6] 

3b 

R 4 tt, (a) tii&tlt%j:^7x-^ 7>J-;k ^c«Sii, (b 
) *&&s^iMSg|©7;i/*;K (c) «*4^jw»o7^- 



1 1 
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[0 0 2 7] 
[0 0 2 8] 

(i) s<fctK (id T?wa*i«ft#«itt, &*&©:#&-e##ffi&fc^ 

[0 0 2 9] 

, u^>, r»*f=.y % N-^^-D-^*^>^f) mmumm. m 
mmm. 'am*. Mit*mmm. a **&*£»*, mmm. vymm. mmmm 
) , mmmm. mmm. hvyji*uwmm. %mm. m^smm. s/a#**, 
yv&mm* vu^ymm. &M>mmm.. t^ymm* **y*)\,*ymm. x 

*yxto*ymm* *yHyxfrikymm* hftxyxfrTHymm. -f-fe**-> 

mm. yjwuymm. Vfrnymmm m) #we>*is 0 

[0 0 3 0] 
[0 0 3 1] 
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(1) 3- (N- ( (2- (2- ( (4 -^nn^W5 J) -y 
x-;i/) 7i-Jl/) XJbtf—jl) — N — (2- (2-^ hdri/7x-;i;) 

(2) 3- (n — ( (2- (2- ( ;b) 7 
xh;b) Jjjitf—jv) — N — (2- (2, 4-y^nD7i^;b) x 

(3) 3- (N — ( (2 - (2 - ( ( (1R) -1- (4-^f;i;7x-;i/) 

;i/T^^) ^;i//i<x;i/) ^oix:;i/) :7a:-;i/) -N- (2- (2, 

4 nn 7 3L-ji) y^y) 7nA>i, 

[0 0 3 2] 

(4) 3- (n- ( (2- (2- ( (if u^>-3->r;i/^^;i/T^y) #;t/tfn 
7x-^/) 7iiil/) — n — (2- (4-aih^>>7aix;i/) 

(5) 3 - (N- ( (2 - (2 - ( (4 -?UV<yi?J]sT* J) jtjjltf-jV) 7 
xn;i/) 7i^) ^;v^n;v) -N - (2- (4 -ih^i/7x^) a:^-;b 
) 7^7) ^n^>^ 

(6) 3- (n- ( (2- (2- ( (4-^nn^^7^;) #;i,tK-;i/) 7 

>^xn;i/) XJistf-ji) -n- (2- (2-^f/l/7i-jI/) x^;i/) 



7^ 7) ^n/^i, 

[0 0 3 3] 

(7) 3- (N — ( ( 2 - (2- ( (b° u^>-3--r;i/^^;i/T^7) 

;b) — N — (2- (2, 5 - f^£/:7 x 

7^7) ^n^>^ 

(8) 3- (n- ( (2- (2- ( (4-^nn^i;;i/7$;) #;i,7tfx;i,) 7 
x-;i/) :7x.n;b) -n- (2- (2, 5 h * 7 x x;i<) 

7^ T'D/^i, 

(9) 3- (n — ( (2- (2- ( (4-* h^i/^>^;vr^y) a/btfn/i/) 
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7l1 ^ y^-JV) %Jltf-Jl) -N- (2- (2, 5-^b^i/7i-;i/ 
[0 0 3 4] 

(10) 3- (N- ( (2- (2- ( (4-^^;v^>^;bT^y) #;i/tffx;i,) 

7x^;i/) /io -n- (2- (2, 5 h^s/^x-^ 

(11) 3- (N- ( (2- (2- ( (N- (l-*^;px^;i,) -N-/OS» 

7^;) A;^-^) y^-jv) ijji^-jv) -n- (2- (2, 5 

(12) 3- (N- ( (2- (2- ( (4- (2, 2-J?^f;bx^) 

y ) ^x-;i/) 71-^) ^j;i/jjf-;p) — n — (2- (2, 5 

[0 0 3 5] 

(13) 3- (N — ( (2- (2- ( (3 -7;^n^>^;i/T^ y) #;i//}<x;i, 
) 7i^) 7ir^) ^j;i/3jf~;i/) -N- (2- (2, 5 - h 3^37 ^ - 
^) x^;i/) r^y) ^n/^>^, 

(14) 3- (N- ( (2- (2- ( (2-^nn/^i;;i/75;) #;i,7tfx;i,) 
7l -^) y^-JD %;i7n-;i) — N — (2- (2, 5-^^J/7in;i/ 
) x^;v) r^y) 7n;i>E 

(15) 3- (n- ( (2- (2- ( (4 -7;i/^-n^>^;i/T^ y ) 

) y^-Jh) frT^-fr) — N — (2- (2, 5-^^^>7i- 

;i/) x^;i/) y;*;) 7°n;^i, 

[0 0 3 6] 

(16) 3- (N — ( (2- (2- ( (3 -?nw<ypjvT$ 7) #;i,tf?x;t,) 
!7xx;i,) 7xx;i/) jjfyig-fr) — n — (2- (2, 5 - h x -/b 
) x^;i/) y*y) 7°n;f>E 

(17) 3- (N- ( (2 - (2 - ( ( (1R) - i- (4-^^7x1^) X 

Jjfytf-A,) y^-)i) 7x-;i/) ^;i/jKx;i/) -n- (2- (2 
, 5 hdpt/7x-;i/) x^;i/) y^y) ^n/t^, 
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(18) 3- (N- ( (2- (2- ( (1- (4-7^07x3) X^/b7$ 

y) ^j^/jjf— 7i-ji/) 7iui/) ^j;b3jf— -N- (2 - (2, 

[0 0 3 7] 

(19) 3- (N — ( (2- (2- ( Vy- 3 - J ;i**jVT$ J) jjJltf 
~;i/) y^-jv) 7i-;i/) #;i,3}?3) -n- (2- (3-ih^i/-4-^ 
h^i/7:n:3) x^;i/) 7^7) T'nA'^i, 

(20) 3- (N- ( ( 2 - (2- ( (tfU^>-3->f;i/^^;i/T^7) 

-)l>) 7i3) 7i-Jb) — N — (2- (3 h=3f f-4 -X 

N3r£/:7xx;i/) x^;i/) 7^7) T'DA^i, 

(21) 3 - (N — ( ( 2 - (2 - ( (4-^nn^>^>75;) #;i,2j*3) 
7x-^) 7x-W ;ft;i/jtf3) — N — (2- (3 h^$/-4 -x^ffi/ 

7i-ii/) x^;i/) r^y) :/cm>m> 

[0 0 3 8] 

(22) 3- (N- ( (2- (2- ( (4-* h 3f 57/1/ y ^ 7 ) XfrtfzLjh 

) 7x-^) 7x^) ^;i/j^-;i/) — N — (2- ( 3 - * h3^>-4-xh^ 

^^3i~;i/) x^;i/) y*;) zfjinym, 

(23) 3 - (N- ((2- (2 - ( (4-^^;i/^>^;i/T^7) #71/?ffx;i,) 
73L—JI) 7x3) — N — (2- (3-* h ^ £/ - 4 -x K 
7x3) x^;b) T^y) T'DA^i, 

(24) 3- (N — ( (2- (2- ( (4 -7 fyltuKy V J) 

) 7x3) 7x3) — N — (2- (3 h3^>-4 -x 

>>7x3) x^;v) 7^7) 7°nA°>^ 
[0 0 3 9] 

(25) 3- (N- ( (2- (2 - ( ( (1R) - l- (4-^;P7x3) X 

^;i/7^7) ^;i/>jf-;i/) 7xx;b) 7ii^) #;i/;ffx;i/) -n- (2- (3 
-* h*>>-4 - xh^i/7x_;i/) x^;i0 7^7) 7°nA°>m, 

(26) 3- (N — ( (2- (2- ( (1- (4-7WD7x3) X^;i/7^ 
7) ;fc;i/jtfx;i/) 7i3) 7iijl/) #;t,;K3) — N — (2- (3-*h=* 
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(27) 3- (N — ( (2- (2- ( j) jjfrtf 

7x-^/) 7ir^) — N — (2- (3, 5 -V* h^yy 

i-iW T^y) :/n/\ 0 >^ 

[0 0 4 0] 

(28) 3- (n- ( (2- (2- ( (4-^nn^>w^;) #;i/jft-;i>) 
7x-;i/) 7x-;b) #;t^-;b) -n- (2- (3, 5-^h^j>7i-^ 

(29) 3- (N — ( (2- (2- (((1R)-1- (4 -^^JVy^^Jl) x 
^;i/T^y) 7i^) 7i^l/) ^j;i/7K-;p) -n- (2- (3 
, 5 -s;* h*i/7x.=.)l>) x^;b) y ^ y) ^n-rOtt, 

(30) 3- (N — ( (2- (2- ( (4-^aD^>^7^;) #;i/tf-;i,) 

7xz;i/) -N- (2- (2-ih^i/7xi;0 

;i/) 7^7) 

[0 0 4 1] 

(31) 3- (N- ( (2- (2- ( (4-^nn^>^7^;) 

7x-;i/) 7xi;i/) ^;uj}f-;iy) -n- (2- (3-xf^i/7xUV) x^ 

;i>) y ) 7uAym* 

(32) 3- (N — ( (2- (2- (((IS) -l-7x-;b-2-tFn^ 
x^;i/T^y) *;i//K-;iy) 7x-jl/) 7xn;i/) ^j^jjf-^) -n- (s<yi? 
;i/) T^y) 7"n;t>E 

(33) 3-^ (N — ( (2- (2- ( (4 - * £>Vl,y * 7) #;i,3tfx;i,) 
:7xx;t,) :7a:x;i,) ^;i/^-;v) -n- (2- (4 -iKi>7x^l/) x?- 

[0 0 4 2] 

— (II) T?a%S*l*fl:-&*tt», #£bVWfcl^£LT&W001/60819#^ 

*T?%4*tC^JiWl 1 5fCfBig£>, 3-({4-[4-({[l-( 
2^DD7x-;i/) xh^S/] jj y*/) - 3 - * ^JV- 5 ->f V 
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[0 0 4 3] 

o S^IC -1^, fcttSHttfli (.E, Z, 

> ^Srft*<Z)#^K:J:*JH4^ (R, a. £ IBB, *; 

7 ^^-) * «9M£fe***»*«e# (d, l, d, i#) , *nvh 

[0 04 4] 

*5ft)feifc&3£, *Mtfe 

, y *v^asj:tfy htr-tt^jt*^&38«n*©«iteRj»<z>»«fej:of/ 

Sfctt^Rfrfc^f I^ot, EDG-2T>^dTzix htfsM fc^TT £—jK 

* (I) feJ:tf-«5£ (II) T^StiS-fb^ttftffiflBJft, M 
, ttAMB^ **«fc©HMfK:*oTjH£*&jft («*.«, HEM, 

[0 04 5] 
[0 0 4 6] 



mSE#2 0 0 3 -3 0 




^ 002—185542 

(I) -jJ8^ (i-i) 

Cfb l l ] 

(R 2a1 )ma 




(I-l) 



< R3a " 1 )"a 
^(R 1a - 1 )ia 



R IIa (W;^^i/McD#iis^t,t, R la_1 . R 23 " 1 , R 3a "l, 
R 4 *" 1 , SJtfR 5 - 1 *, R la , R 2a . R 4a^ fe j.^.^ „ 

R 13 " 1 , R 2 *" 1 , R 3 *" 1 , R**~\ fiWR^ClotWSWl 

Tv*s%©fc*s. -e<z>«<z>fi-9»|{rflB2:ncjKi»«k*i3t-. ) T-^S^s^ 
-zf*»m. Ny^onx^s, ^>s;;t, (Bn) 7iti/;i/S, P -* 

[0 0 4 7] 

( i ) y u jd^^jc 

(2) Btt*#Tfci3tt*««mEjfc, 

(3) »**dS«K:J:*««mEJ55, 

(4) ±m*m^2>%mmfci&, 

(5) ^MUffc&Mv^^JKftASJS^^^&tid. 

[0 0 4 8] 
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tf*A, *Ws*U9A, *MMby**A*) , r^*U±»AM©*»ft* ( 
**fc*y*A % *ftft*/l/**A«) *fe|**|ft* GMtf-hy**, 
y*A*> *«VM4*©*»«% jL/ <ttr*i&©«^ feffl v^T, 0-4 or© 

[0 0 4 9] 

v**vy. Bixf^, * M hy:7;l/ 

*n»», i>-ht/»wm > 

[0 0 5 0] 

(3) an**^#K:j;«fl8#«sj«tt, mm c^n^hk 

* x#y-;i^) , h;i,x>^) , /r h 
[0 0 5 1] 

(4) *AfcJ&Viftft*ff£fttt, KttttIK (IMt pH4.2~7.20g 
[0 0 5 2] 
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) # # 

tt*t»BftS (2 -x^A.^^fi^- MJ 2-x^;b/\^if>^i;^^ 

mtv* (MJ7x_M7 7>f» A5s?7A (in , mwtrt^vvi* (id 

, IgtfbhUJ* ( h y 7xx;nfc;*:7-f >) ni?7A (I) ^0 fcJBV^T, 0~4 
[0 0 5 3] 

^7c, ±SB.£*£MC 49£.&, T. W. Greene, Protective Groups in Organic 
Synthesis, Wiley, New York, 1999JC««Stlfc*»K:J:oT, BmWLRfc* 

[0 0 5 4] 

© IK^fiM & T © 7j & fC J: p T 3 3 £ # T* £ £ „ 

MOM) 36, l-lbJfi/l^MEE)!, ;* h^i/ih^S/^l^ (MEM 
) 2 -rh7t Kntr^x;i/ (thp) hU^f;i/i/'M (TMS) * 
, hUx^;i/>>y;i/ (TES) S> t-7*f^wy^ (tbdms) i 
, t-7^i?7xl^^ (TBDPS) TWK (Ac) S> fcT/tn 

-f;i/g, ^>y-f;i/S, (Bn) a, p-^^m^^I 71; ;b 

t^i/AM-^/ (Alloc)I, 2, 2, 

;i/ (Tr o c) mm&mifbti&o 

[0 0 5 5] 

>>^;i/zKx;i/a, TVKJririsljfrtf-ji (Alloc) 1 -;**;!/- l- 
(4-lf7xz;b) x S3? */*^/3}?x;i/ (Bpoc) h'j7 MdTtf ;i/ 
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9 -7;v*1/=l ;t,* h^S/^j;i/3jf— (Fmoc) , *<yV)]/ (Bn) ££ 

, p h*j"<>*;M, ^o^Vi/^-^t/^^;^ (bom) 2- (m;* 
*ju*/Vjv) xh^f ( s EM) «^^#ifp>tLSo 

[0 0 5 6] 

3f^*^;i/ (MOM) Kntf^-jV (THP) 

T"fe^;i/ (Ac) *is c 
[0 0 5 7] 

fcfr^mMWlzmMT'%ZmX~2bftlZmzmfeZn%i\,\ #9*.tf, T. W. Greene 
, Protective Groups in Organic Synthesis, Wiley, New York, 1999&CfH^£ 

[0 0 5 8] 

y, 

(2) m^^TlcfcttSfl^mBO^ 

(3) MymftMlz iSI^^MiS, 

(4) J/U;H©ifiIlJS, 

(5) ^M£ffiVN5H^m5J&, 

(6) ^Mm^MV^fltf^K^tf^f £;ft,£ o 

(1) - (3) , (5) fcjctf (6) <D*mi*mmi>tc.Jj®i£mWiKftt>tlZ> 



[0 0 5 9] 

MvnT. 0-4 0X3©M^T*ff^fctlS o 
[0 0 6 0] 

— K« (i) •e^^ti^'fb-a-%©^ p D F5vye*«-^ (i a) t*^£*i 
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SflS^flNi, -«5£ ( I A — 1 ) 
C-fb 1 2 ] 



'ma 




(R 1a1 ) fa 



(IA-l) 



[0 0 6 1] 

— »a (III) . 

[ftl3] 
R 42a " 1 _OH (III) 

[0 0 6 2] 

xx^w&R/fctt&fci-e&y, mm. 

(1) ^A^-f K&Mv^^ftS, 

(2) ft£tta^tt&ftv^#& 

(3) M^&Mv^^^^rf&ti^. 

[0 0 6 3] 
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pai^/ux-^/i/; fh7HFn'77>f) tfx, o~4 owumx-Kifc 

Wl^-i F£ 0~4 0TZX*Rm-£^:Z>Z.}LK& y^^iltittS, 
[0 0 6 4] 

(2) mi$mM7kmzm^z>i5m\z. %jitfymzmmmm (tun 

ftjvk, vzuuzzy, *>x^;i/x-^;i^ fh7tFD77>f) 

^fMn^'fK, b a ^ F, ^^;i/^n7^Kf) , ( 
i'nn^iif^ ^nn^v^f;^) o~4 0iCT^$t, 
ft&a&flfc**%'&ft«ttft (fnn*M, ^nn^x *;x^;i/x— ? 
;k ^h^ti Fn77>^) rf», 7;i/n-;i/£ o~4 O'e^^-SSi iiicj: 

[0 0 6 5] 

(3) m^n^m^^m\%. mz.it, ^)v^ymtrjvn-;v^, mmmm 

(*an/fc;i/A, ^^nn^^, ^f»A75 F, s?x^;i/x-^;k 
fh7tKn77>f) *jU£&s?§^t% %g (tru^>, h'jxw^ 

(1, 3 —W9 W\2ci/J]/j];\/j8i?4 $ F (DCC) , 1 -x^;i,- 3 
- [3- (i?*?-;i7$;) 7u\£M ijjitfyjs. F (EDO ,1,1'- 
jj)im=.jvp>( $tf\r-/i (cdi), 2-^nn-i-^f;i/i^ij>y-^A3 

1 -^ntf/l/^X^^^^^^TK^f (l-propanephosphonic acid cyclic 
anhydride, PPA) ^) £MV\ 1 - fc: Fn ^ >>/<>X h V 7 )/-)]/ (HOB 
t) &M^£^Mv^v^ 0-4 O'CTM/S W^fctl-So 
[0 0 6 6] 

(1) , (2) (3) <Dfcm& y V^ftfe^fttf* (T>n/if> 



2 3 
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^ #20 0 2-1 8 5 5 4 2 ^ 



[0 0 6 7] 

(i a) T>mznz>fc'&mte. -BtZ (ic-i) 



[0 0 6 8] 
(I V) 
CflSl 5] 



[0 0 6 9] 

(1) iA5>f K&fflv^^ai, 

(2) na?mmyk®itm^z>jjm. 

(3) n-^fflfeMv^^tt^^wfen-B. 

[0 0 7 0] 

(l) »^5>f K&#vn 3& &^8&aiiSE (^n^ 



[flS 1 4 ] 



(R 2ai ), 



'ma 
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^•e, »A5>f KM (tf^rif y ;b*n^-f ^tfx/i/^n^ K*) £- 

T^>^) ©#£T. 7$^ (^nn^M; ^no^> 

> ^x^;i/x--^;iA fh5tKn77^) eft, o~4 o Tjoffiarefij&fcs-fr 

9>f R£ o~4 o'c-eM^s^s^iiicj: yfffc^ 

[0 0 7 1] 

^DD^iif^ ^nnWy^*) a, o~4 0^T'S^$t, 
*i:MJtelfe^tt&£ttM&0K (?nnjft;i/A, ^nn^^x SJx^/i/x—g* 
;K rh7tFn77>^) cf», 7^ y£ 0~4 Otl-eMJSS-BrSCltlC J: y# 

[0 0 7 2] 

(3) H-&3W«:Mv\«*as»i, MAJf, #;i/tf<>^£7^ ^{RIS^ 

5tKD75>«) eft, ttcitmmmx', <bry*», huxw^x 

3W (l, 3 -s^^n'sdfS/^j&^iKSM ^ k (dcc) , i-x^;i/-3- [ 

3- (*?*^/l/T3>0 7U\*JI] *;i/#5?>f$K (EDC) , 1,1' 
jjf-;i,£M ^ (CD I) , 2-^nn-l-^^tf'J$;x7A3>>i 

, l - ^n (ppa) £Mv\ 

yXhV TV-fr (HOB t) &JBV*SjWav\fcV^, 0 ~4 0 °CT*MJ&$-fr£ 
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[0 0 7 3] 

rtie> (1) > (2) (3) ©S/Stt, V%1*ft%*$Stt#;* (7;i/rT> 

[0 0 7 4] 

—flB5£ (i) t*** 3 *i* ;/n F^y^-e&s— fl&g (ib) T-^sti 
sfci§r%te:, -fl£5£ (ia-1) -e^atisfls^i:, — jfta£ (V) 



ic#-t 3 i: jc j: y get* s z: t i$v £ £ . 

[0 0 7 5] 
[0 0 7 6] 

— flfcsS (I) ^S*i«ft^©^n F9v^&«— JR^C (IC) T-at^ti 
-HfcS; (IA-l) T*»S*l*fc^fcfc»7c£jfcK:ftU S£iC& 

[0 0 7 7] 

-®3l7CiR|i6Ji^T*y, (l) (^nn* 



Hfci 6] 




,44a-1 
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*f*fH5^W>^-9A, £0~6 0-CT* 

fi«S«*r4:K:j:»;fTfc*i**», (2) */i'tf>Hfc&;ffaitt& (f>5t Kn 

Kgft, *3Rft^>f V^/bT/I/^-^A^) ^-8 0~0rT* 
$ * -5 3 h IC J: y ftfrtl § o 
[0 0 7 8] 

[0 0 7 9] 

-«* (i-i) , (i A-i) fcjctf (ic-i) Tfwsn*ft^»tt, -e 

fifcxes**, x«j&|g (Hits, nnrym** * ******* h 



[0 0 8 0] 
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R ,la -OH 

(XI) 



o 

< X^CH 2 

00 



»lla 



(IX) 




.X^CH 2 ("10 



NH 

(VII) 




(R 3a - 1 )„a 



(VI) 



jlla 



T 5 KflsKJS 




,4a-1 



Of 

^-^Sr 13 - 1 )* 



T 5 KffcEfS 



(IC-1) 



(R 2a1 )ma 

43-1 



Ha ° ° 
(cyc$ 

V -^(R 1a - 1 ) ia 




ISL R s a -1 



(R^Jna 




^1 



R )ia 

(IA-1) 



(1-1) 

[0 0 8 1] 
[0 0 8 2] 

»D7b^77-f-, il^nvb^77>f-, fes^{i*7A^n7hy 
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[0 0 8 3] 

— (II) Tat 3 *IS W001/608194§-IM#&CgB^GD#&JC «fc *J 
[0 0 8 4] 

[*tt] 

[0 0 8 5] 

*»WTf««Sn*EpG-2r>*J-^Ma:, EDG-2K«*LflHfrfls 
tf fc E D G - 2 Sr^l-S L P A ©f^ffi ic J: JfXJtitIC «fc U 5f 

> IMR«fc©3ifxfcJ:oTS£*** (fill *5fc)fellMMt, 4>*tt 

[0 0 8 6] 
[0 0 8 7] 

££>{C, £V>Ttt, EDG- 2 y>#rf-* Mi, 

i ) (Diti$mo>=?w& j: / * & i*iMmiia>4ift & * * & &jf 

[0 0 8 8] 
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j: at*, tt^ mmmzzzn*^ EDG-2r>*:J:=.*hs: 

[0 0 8 9] 

±mmmmc&y^ ^w^^x^tc.itmmm^m-t^mmitmzm^n 

*f , E D G - 2 7 > * :f h ©^jfcfc J: tf / £ <fc / * 

[0 0 9 0] 

edg-2t>^ =fn^ h <Dm&mmzM-t$>^M$> «fc / * & i*ft#&&<z) 

[0 0 9 1] 

EDG-2T>^tdT-^h ®«r AflinAttKlM + Z^MK «fc Of / * 

*©»^*J:tJP/*fettitM©fe»©«<oj|ttiri:bTi*, «sr>Kny>m. a 

[0 0 9 2] 

EDG-27># h ©»JBR«fl:©5iff tC J: o Tmz.Z>mBKtt?Z>^ffi 

33 £ #/ * rc izmmmmaMft £ * u? / * & & & ©fa ©nai ^ i, t 

HMG-CoAljti$IfI, ^-^JgflJ, ^n^a-^/Wff, m-f 
*>&Mffim* EPAH, MTP (Microsomal Triglycerid 

e Transfer Protein) Uft^Fjff, PPAR7i-^M?^ ■£©te©#;75:3 U*^ 

[0 0 9 3] 

E D G - 2 7 > * zl-x h <D V \ZM* * ^Kffi J: / * ttte*»«(Z) 
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mm&m&mv mmmfivv^m > ^n-r f&k 'ftfmmm. 
mvmmm. m^umm. Tmrnmrnn. t n f « $s.wffl (iTNFo^M© 
m^nmn^ti) , 7u*zv^yvyi$fmmm.mm. iL-efiti^ 

I L-6^#m^©ga®iS^f$:^tf) , jy*-7*:uzs rftmm. IL 
- l mWM, ^uxztf^ypyM. *^*^rc*^9- if ^n^a 

[0 0 9 4] 

f&k &*Tuj v&fji&mM, &$mwm. -Juxzy^yvym. irwi/ 

X7j>^X^^^-ifia*^ NF- KBftZO^n^mM. *>tlf;>f K-2 
[0 0 9 5] 

*yWi'<9*9\ry* mm^uttym^ztxyy. ^i$M'<9*zv'y, v 
y)l?UF±- K ^rV- F, §fi^7jV3;Hnx W- F, /vi/ 
W — K, -9-* 7 ntT^M^ ^f^t^^i/ 

IWrSri*-;*^./:/, i|tFD3M!/x MtKna^i/x MM 
^ntft>inKnn;i/f i/x t^^M-r^n K>, ^^MM^i/ F- 

yn>Tirh-F, tf/i;i/^^;i/^ # tf^->^r;u^ n ;* # y*y y m 

w<*v~y, -fis F-Vn y. zfuMJtym.^Vuzzy'y^ 7;i/Fn^>> 
n;i/^F^^#^e>tLSc 

[0 0 9 6] 

ftmm> frMfflULZit, mm^JiWy. tFan^>;x U>mfcFn 
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9-Jy^m-f 6>tiSo 

[0 0 9 7] 

^y-K, 7^-yyh% hU7AJ/;n>, ST-126P, S/*uy~K 
[0 0 9 8] 

y>a-;i/, &mR^3f^>, M^^7Fi;>, AR-C 6 8 3 9 7, u> 
5»;i/y*#^-;i,, r, R-y*ju*rn-^ kur- 1 2 4 6, kul-7 

211, AR-C 8 9 8 5 5, S - 1 3 1 9 P>tl5 B 
[0 0 9 9] 

t^^K Vyjfrjujjxh. t5hn^K mcc-8 4 7, kca-7 

57, CS-615, YM- 158, L-740515, CP-195494, 
LM- 1484, RS-635, A-93178, S-36496, B I I L- 
2 84, ONO-4 0 5 7^##£tf f>ti5 0 
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[0 10 0] 

n/\*>, Rhn;t>Mi/i?A*fiii, KT- 2 - 9 6 2^##tf £>fts 0 
f-hy^A. y>i^-9v*x, i/tfy-^^h, >f^xh, ^ify^^h, 

[0 10 1] 

T1?9**>, tf^h^K, f;i/7xty>, ^/Hftx* S^x' 

x^v7xtJ?>, u^dtpy. fxny^f^, tSii*n;^j;>, tak- 

4 2 7, ZCR-2 0 6 0, NIP- 5 3 0, W*y>7ni-K ^ y^^, 

BP-2 9 4, r>K9l*K ^ >, 'J 7"?*^ 
£>ft£<, 

[0 10 2] 

7-ry>, s/A^7^y>, ^7"n7-f y ^^jfan*. 

> l/Ahn^- h (UK- 1 12 16 6) ^##tfe>ft5„ 

■5 s -f) ft*. 
[0 10 3] 

-*K PG^7>^^7, h^tftgtf&ftS. 

PGg^tUlt PGB5«flt (EP1, EP2, EP3, EP4) , P 
GD ^*# (DP, CRTH2) , PGFSWft (FP) , PGIfgft (IP 
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) , TX&mft (TP) *tfimtfP>tl&. 
[0 10 4] 

^A, ->n^ h (Iif n J&7U7n) , Bayl 9-8 004, NIK- 61 
6, D7^7^h (BY- 2 1 7) , U> (BRL-61063) 

, 7f (CP-8 0 6 3 3) , SCH-3 5 1 5 9 1, YM- 9 7 6, V 

-11294 A, PD- 1 6 8 7 8 7, D-4 3 9 6, I C - 4 8 5 ^##fcf£ 

[0 10 5] 

:n ^ * # - if PI £.lsT It, ONO- 5 0 4 6, ONO-6818, MR- 
8 8 9, PBI-1101, EPI-HNE-4, R- 6 6 5, ZD-0 8 9 2 
, ZD- 8 3 2 1, GW-3 1 1616, A E - 3 7 6 3 £ tl«. 

[0 10 6] 

[0 10 7] 

a l £&#&tfr3l £ b *Ctt, 9 v* mm. zf±iTyy, ? ^ b? 

7hfcfi?;K 771/ 7 AIO-8 5 0 7 L^m*l«'. 

5 a-y#**— Mmmmt.hT\lL, 7^txf'JF, gi-9 9 8 

7 4 b^wmtf e>*is„ 

[0 10 8] 

7hn;U^tf>, fcT# n^;U 
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[0 10 9] 
[0 110] 

X7"n7ix ^x^v-k s?*^;i/-f vy°u\d;vTX\sy y y'y 

;k 7x>77ix 7^:7* h>, :7n >f>h7^i/>7 7M 

^>;k y-fe*#*/>, v w>^:7°n^;b*#>>>\ r>7ai^-^^ h y 
^7x^5^, i>K7^, ^77"n7x>, -f77 , n7x>t:3;-;i/, 
n^-fe>, yjvjv^zfu y=cy, y^jv^y'uy^yr^^^jv. Jrh7°U7x. 
y. 7x;7D7x>*;i/i/7A> f77°D7x>, Jt3rVy°uyy^ y*^;-? 
n7x>, D^V7°n7x>th'j 7;K;7n7x>, if;i/h^n73i 

^^ac^A^, ^7xtAi7Jl/^-7A, h^/7xtAE 7n^^7i 
->> 4r h7x-^/7*^ ***5/:7 a: tfn^ri/^A, ^./^ 

i^^'J^x 1^7 7^, */i/try>, ^^v-^, t'JFxtf^G 
, r^trn-N, v;i^>, try Tirhr^77^>, 7xttf 

[0 111] 
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*y. v^^xjiyyifv i?y*gi$mtf*>nz> 0 

[0 112] 



>> zv^yy. xv^py, 4 -r^ JWf-jim. jte- 5 2 2, ^--^ 
tf^n^3:>. ^>F*#£/>. ^Th7a7i>, n;w^*/#A. n3rV:/n 

[0 1 13] 

tMts E D g- 2 yy% =r- x h fcte©&ffl©«*JfcfcM$K:iE£Sftfcv^ 

[0 114] 
[0 115] 

'ta#*tt, ¥t&, n^m, $kmmmmK&vm&2> 

m&fi>mmmnist&'Zti2>i)\ *fctt/*A-AM§fc»j, -isicos, o. i ng 
^e> i omg©«gHT?-H-ia^e>aia*aps#sti«^ i isra 
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[0 116] 

EDG-2T>^=f-^ K * fc E D G - 2 7 > ^ ^-^ h fcH©mi0f 
«P«t£©&fc©l*JKMH^WK:rau **J, IE TO^J 

-So 

[0117]. 

££-t)\ tLiHtmnm ^r;i/n-^, $$3Hiz;i>a 

r^;i7^>i^) »Ssicfi&oT»islfi;bTM 

[0 118] 

wMtm> vmm, mmm. ^mm, *«ff*fc*#bTv*T% 

«fcv\ 0 

[0 119] 
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• 



&mum$<z>fctb<Dftmn<DMmK.fc, m%.\*> mmm, v^m* ^u-am 

[0 12 0] 

$.itteffimmBBM^XTji (rwym. $vx^>m> ^jv^^ym, x^r 

08i#?-fey>, B&y±vy. mm^svy, llffirt^yjym > *~ 

£*g-£LTMv^*i3 0 3£>{c, ^M&k ^##J, SScJtflsffll, mS8<b&k ***| 
[0 12 1] 

HFD^ri/xf;i/t;i/n-x, t: Kn^i/^n fcf;v-fe;pn~x, xf^t;vn- 
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# # tl R&it&F £ S «tl £ % * fe tt 2 SJ£*± & U T /B V ^ *l S . 
[0122] 

yn-;K , l, 3-^fi/>^'j3-;i/f) , fc?jftr;i/:3-/i/ (2-/\dr^;i/ 

[0 12 3] 
[0 12 4] 



3 9 



ffifE# 2003-3027716 




#2 002-185542 



[0 12 5] 

. X>H^>$.felZ*MZ±(Dfi5&m*yk. Tfrn-ft ^fyx^l/> 
[0 12 6] 

=&<fcV^ X^l/-^©^^^ M*J«H#8m 2,868,691 #££t>*|1^3 

,095,355 ^izmL<mmatiT^& e 

[0 12 7] 
[0 12 8] 



IHU^ 2003-3027716 



#2002-1855 4 2 




zMtjsai k®imm) ^■&&T$*nfi 3 <Dmfr&t> j &tfm^*>ti2> 0 Mm 

fru >*3Ky*-*S//l/4 0, jKy**5/xf tv5/$lMJ0 , ^-fbM 

xfMfttNU A3?) , mJSm (*M>f^3rcr 

[0 12 9] 
[0 13 0] 

) , if-fe&u fttfrbgu (u >it b y #a> wit h y ?a^o , ^sjh&sj (% 

[0131] 
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[0 13 2] 

immm 

[0 13 3] 

CHO) 10%FBS (#$/|&J>ajfitfl!) , ^-J/'JVxM/^m 

^>J3J:^^"^^^-9--r^> (5 fi g/ml) ^IffiHam' s F 1 2Jgtffc (GI 
BCO BRL*±|g) -e*#bfe. i&*UfciHl|lfi&Fu r a 2 (5/tM) -AMM [ 
FBS (10%), HEPESj^fl (2 0mM, pH7. 4), ^n^S/K 
(2. 5mM)MHam' s F 1 2 Jgjfi] tpT% 3 7'C, 6 Orfrfg-f >=2f a./* 
-i/3>Lfc B HEPESiti (2 0mM, pH7. 4) 3S&T$7W< 

*£/K (2. 5mM) Z^ti/\>?X (Hanks) 1 U PtflfcJC«Lfc 

T?«ltt»*^/S/9A-f*>«fl!©J:#fc»3tbfe a mJ^m lnM~l 

o #M> ^^^;i/^;i/7^^sy F (dmso) MIS) SrSMtobfe sjfrfctc, lpa 

lOOnM) &8S#0U L P A&jJBlft&<DmBfoPil3 
m<D±ft*:3®mmT*m%.htc. (IHIft«3 4 0 nmfeJ:tf3 8 0 nm, 
S5 0 0 nm) „ LPAfcLTtt, 1 - U J U J <4 ( 1 8 : 3) -LPA&t 
Mbfco itltt, 1 8 : 3-LPC (linolenoyl (18:3)-lysophosphatidylchol 
ine) &ffiV>T, U A°-i£ DiCi: U^bfe. 

[0 13 4] 

E D G - 2 ftUmmZ. mfcm<Dttt> DCDMSO UOiK'OLP 
a mmm : l 0 0 nM) JCfcSfcr-^flt&n:/ hn-;i/i (A) tu MttSS 
«r«SiaUfej«ffi!*C©LPAa#tfe©±#«[ (B) h&JtgcU (%) i:L 
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[ftl] 

mmm (%) - c (a-b) /a] xioo 
i c 5Q mfc. mums 0%*7jk~?&mm<z>mm£hTMmLfr o 

[0 13 5] 

mz.it* 3- (n — ( (2- (2- ( (try vy-3 ->r ;b^^^r^ 

3tfn;i,) 7i-/I/) 7i-^/) ^j;i/3j?-;i/) — N — (2- (2,. 5-^*h=3fS/ 

r^/) ^n/N°>^ car. it^m U) ^bsis-t 

3] > &£T$*^)V 3- ( {4- [4- ( { [1- (2-^DD7x-^) X 

h*r:y\ xjIstS—)],} y^/) - 3-^^;i/-5 — fy^-9-yy;i/] 'OSW 
x;i/^r-;i/) ^n;Vx-h [jg*T. it&m (b) ^BSfB-TS] 0iC 5() itt 

, -etl^tflO. 7 8 #1VL 1. 
[0 13 6] 

mmm 2 : t h m&mx h u -^mmo l p A^^mm^m 

lEIf fc: hffaSJSJX (PrSC 5685 ; Clonetics*±) fc^^TLPAfC 

•fcSif^ffi^^^r^^n^^U Vy (BrdU) M>) It 

• [0 13 7] 

1 0 % F B S (yi/m'A&Lm) . ffy^AW (50^ g/mL) , T Z\"7 # 
y^JVi/yB (50ng/mL) £ itfti h b F G F. bh-f>^'J^t0ME 
M- (GIBC0*±) tlXl 0 4 cells/well O^^-ePrSC 5685£ 9 6 *?3LJ\, 

^V- hfC^f^, 2 4^fMlfc 0 ^(D^, 7\y>7 7, (Hanks) 2 tU^# 

U Mtffigi&ty >#V-f (50/tg/mL) ^<fct>'TA7^f;i/i/>B 
(5 On g/mL) M0MEM- a )«iU 3 lb K 2 4 Bf[!Pg# L tc e L 
PA G&a,K : lnM~10^M) £$5;&tlU ^tlil mWK B r d U 2 

[0 13 8] 
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BrdU^U&^te, MB&tgM (Cell proliferation) . ELISA3f V h (Amersha 
mtt) fcfflVMTM^bfco f£b<», M?:BrdU^Ibfct, '^I±f5: 
mx. #We 1 1 tcaSSiS • DNAltM (150/tL) fc^A, 3 0 

Blocking buffer) (150/bL) SriD"*., £ £&C 3 OMilfe, tfCJC^n 
V*tZ/# - (Blocking buffer) fcflfcyBfcS, ^Tl^^f^ 9 

^ifeiBrdu»i (iooaL) 3 o#ng$:gb£ D &jc#t 

WmWL*iT&>)U%, W*;77- (Wash buffer) (PBS(-) ;150H) t 
3 0Sfc#U #y H>^T-35#tC*#£]&y|&V^^, SJSSIM (3,3' ,5,5 
' ,-tetramethylbenzidine, TMB in 1 5%DMSOM; 1 0 0 /t L) SrftJ^Lfc. 
o 2 Nljftgft$|K (25/tL) SriU*., 7>f7D^P-by- ^-SPECTRAMAXPRO 
lC«fcoT4 5 0 nm©tM5:l^bfe. 

[0 13 9] 

mMM3 : EDG-2 7>#=f-XMCj;£fc: MtjStliX hn-TftlOLPA 

IttltflcM^ (ftftg : 1 nM~ 1 0 ^ M) &iD;tfc B TO^g £ b T tefftfB b £ 
ft-&<& (a) fcJ:OTs-att (b) &MV^„ L P ACD0JMM& 1 /* M£ b & 0 
L P A Sr^Hx.fe^{C B r d U Srfll^., 2 £fc 2 4 H^tbt B r dUflfcy £«5* 

[0 14 0] 

(Lactate dehydrogenase ; Lfc 
\t L P A icfg jft b T ffl Jftttft SrffllffJ b z: £ # o . 

fiM§£&#tt E D G - 2 £ £ o fc. 
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[0 14 1] 

JEmt h^M^-mmmm (BSMC ; BioWhittakerft) £MV%TLPAJCJ;5 
[0 14 2] 

1 0%FB S (Vi/m'JZltm) , *fy*^-i i/y (5 0 /i g/mL) , 7^7 
tf-^I/S/^B (50ng/mL) > t h b F G Ffe^tftl h-f >X V y^m<DM 
EM-a«i (GIBCOft) &C 1 X 1 0 4 cel ls/wel 1 <DWkB£T*B SMC5:9 6 ^X. 

htC#^> 2 4H#HPg«b£„ *<D&. (Hanks) ?£T* 2 M^c 

?£U MfiLmmMisfyZ-rJisy (50/tg/mL) & ±#7 A7 
B (5 0ng/mL) ^MEM-a)IC^iU S & C2 4»|B!*«l/fe. L 
PA (iiI:3nM~10/tM) &»iHU -etlilH^JCB r d U $ ■• 
6K:6^Wi»#Lfc. 3>bn^fclTLPAC!)tfcUIC4I*i*S 

[0 14 3] 

B r dUflfc»J&«E*«\ AffJ&JtSg (Cell proliferation) ELISA^f y h (Amersha 

it, #We 1 1 }Cii@j| • DN A^M ( 1 5 0 /t L) §r*H^T, 3 0& 

(Blocking buffer) (150/tL) Srftlit, $ £{C3 O^SC^Ufeo #CiC, 
^n^>^-Ay77- (Blocking buffer) £^*J|&£, ^/l/**^ 
t7^tfciBrdU^MI (10 0/tL) Sritl*., 3 0#IBIjfiWBbfc. Jfi 
#»*&3t»JI»*, »y7 7- (Wash buffer) (PBS(-) ; 150/jL) T* 
3®Sfef£U *ytf>^Tf^tC*^S:3iy|»V%fc|fe, S/S«K»?R (3,3' ,5,5 
' ,-tetramethylbenzidine, TMB in 1 5%DMSO^?g ; 100/iL) ^.MXtc 
. 2NMt^I (2 5 ^ L) fcinit, 7-f^D7b- h U - #~SPECTRAMAXPRO 
t<fcoT4 5 0 nmCM^lfc 
134 JciHSSrw't. 
[0 14 4] 
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lnM~10/*M) bTttgafBb^^% (a)"fe* 

tffl;<&* (b) £j@V%fc 0 LPA®Ifig(i3 AtM^Lfco LPA£#tJx.£^ 

[0 14 5] 

ItLDH (Lactate dehydrogenase ; AUtdCi9«) bfc 

*u**h: lpa Ktam v xmmmm^nm v t~ ± z. o 

§ftttEDG-2t^SZ:t^ofc 0 
[0 14 6] 

• 3- (n- ( (2- (2- ( (try 3 ->f^^^r^ *;i/3i?-;u 
) 7 ^x~;i/) #;i,/J^;tO — N — (2- (2, 5-^h^fi/7ir 



;p) y^y) 7n;i>i 5. og 

• #;i/jff^sy*^;i/-fe;bn-x;fr;i/$/?A (HSM) o. 2g 

•Xf7'J>i7n^^A (Ifi) 0. lg 

• MtH-fe^n-x 4. 7g 

[0 14 7] 

9mm 2-. 
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•3-(n-((2-(2-( (try py- 3 -a )\j%^)yy\ j ) 

) 7n;i/) 7i-;i/) -n- (2- (2, 5-^h^j/7i- 

;v) xf;i/) r^y) T'ny^l 2. og 

• h-;i/ 2 0g 

• 1 0 0 0 m 1 

1] LPAtcisiE^th iff &m * bu- ^mm<Dmmwm 



m 2 ] l p a c & £ies t h iff^j^x b n - ^mmommftm *fci$m 
(b> ^mm.m^mznmt^^t^-t a 

me] LPAiz^^iEm^bUM^mmmm^mm^m^t^m (b) 
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mm*] wmm 
mm] 

E D G - 2 r y 9 hit LP A&mfaV?* >f -7<D E D G - 2 iC 

EDG - 2 ^ITL P AtCj: V &ffimmmK£?> 
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f$g!l## [0 0 0 1 8 5 9 8 3) 
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